Background: Both angiotensin II type I receptor blockers (ARBs) and calcium channel blockers (CCBs) are widely used antihypertensive drugs. Many clinical studies have demonstrated and compared the organ-protection effects and adverse events of these drugs. However, few large-scale studies have focused on the effect of these drugs as monotherapy on laboratory parameters. We evaluated and compared the effects of ARB and CCB monotherapy on clinical laboratory parameters in patients with concomitant hypertension and type 2 diabetes mellitus. Methods: We used data from the Clinical Data Warehouse of Nihon University School of Medicine obtained between Nov 1, 2004 and July 31, 2011, to identify cohorts of new ARB users (n = 601) and propensity-score matched new CCB users (n = 601), with concomitant mild to moderate hypertension and type 2 diabetes mellitus. We used a multivariate-adjusted regression model to adjust for differences between ARB and CCB users, and compared laboratory parameters including serum levels of triglyceride (TG), total cholesterol (TC), non-fasting blood glucose, hemoglobin A1c (HbA1c), sodium, potassium, creatinine, alanine aminotransferase (ALT), aspartate aminotransferase (AST), gamma-glutamyltransferase (GGT), hemoglobin and hematocrit, and white blood cell (WBC), red blood cell (RBC) and platelet (PLT) counts up to 12 months after the start of ARB or CCB monotherapy.
Introduction
Angiotensin II type I receptor blockers (ARBs) are well established antihypertensive drugs that are frequently used as the first-line drug for hypertension. Recently, there has been a focus on the beneficial effects of ARBs other than their antihypertensive effect, such as reduction of proteinuria [1] and decreased heart failure risk in patients with chronic heart failure [2] . Calcium channel blockers (CCBs) are also widely used first-line antihypertensive drugs. CCBs are known to decrease the risk of coronary heart disease and non-fatal stroke in patients with hypertension [3] , and to decrease proteinuria in patients with chronic renal disease [4] . While ARBs and CCBs have a favorable effect on blood pressure and decrease the risk of several complications, these drugs have some adverse effects. Renin-angiotensin system inhibitors including ARBs are known to cause hyperkalemia [5] and anemia [6, 7] . CCBs are known to cause edema [8] .
Hypertension and type 2 diabetes mellitus are conditions that frequently coexist [9] , both of which carry an increased risk of cardiovascular and renal disease. Hypertension significantly hastens the progression of diabetic nephropathy and increases the risk of cardiovascular events or death in patients with diabetes. On the contrary, lowering blood pressure decreases albuminuria in type 2 diabetes [10, 11] . On the other hand, ARBs have a beneficial effect that prevents the new-onset of diabetes [12] , and there has been a recent focus on the effect of ARBs on glucose metabolism. We demonstrated a favorable effect of ARB monotherapy on glucose metabolism in non-diabetic hypertensive patients [13] . Whether ARBs have a favorable effect on laboratory parameters, including parameters of glucose metabolism in diabetic hypertensive patients, may be of clinical significance.
Some randomized clinical studies have compared the adverse effects of ARBs and CCBs. [14] [15] [16] . However, those studies usually focused on the adverse events of antihypertensive drugs, and there are few large-scale studies focused on the effects of the drugs on laboratory parameters. In addition, few studies have targeted ARB and CCB monotherapy using a clinical database reflecting 'real-world' data. Therefore, in this study, we evaluated and compared the effects of ARB and CCB monotherapy on laboratory parameters, including parameters of lipid metabolism, glucose metabolism, renal function, hepatic function and hematological analysis in patients with concomitant hypertension and type 2 diabetes mellitus, using a clinical database.
Materials and methods

Data source
This was a retrospective database study using the Nihon University School of Medicine (NUSM) Clinical Data Warehouse (CDW). NUSM's CDW is a centralized data repository that integrates separate databases, including an order entry database and a laboratory results database, from the hospital information systems at three hospitals affiliated to NUSM. The prescribing data of over 0.5 million patients are linked longitudinally to detailed clinical information such as patient demographics, diagnosis, and laboratory results data. The schema of NUSM's CDW has been reported by Takahashi et al. [17] .
Study population
For this study, we identified type 2 diabetes mellitus patients with mild to moderate hypertension aged over 20 years, who had been newly treated with ARB monotherapy (n = 922) or dihydropyridine CCB monotherapy (n = 731) for at least two months between Nov 1, 2004 and July 31, 2011. The antihypertensive drugs used in the ARB and CCB monotherapy groups are listed in Table 1 . We compared new users of ARBs (n = 601) with propensity-score matched samples of new CCB users (n = 601). We excluded patients who had been treated with other antihypertensive drugs (ARB combination drug, angiotensin-converting enzyme inhibitor (ACEI), diuretic, alpha-blocker, beta-blocker, alpha and betablocker, alpha-agonist, reserpine, vasodilator, or renin inhibitor) during the study period. The experimental protocol was approved by the Ethical Committee of Nihon University School of Medicine.
Exposure and measurements
The baseline measurement period (non-exposure period) was defined as within 12 months before the start of ARB or CCB monotherapy. The exposure period (outcome measurement period) was defined as between 2 and 12 months after the start of ARB or CCB monotherapy. The mean exposure of ARB users and CCB users was 243.2 days and 242.1 days, respectively. Laboratory data, including serum levels of triglyceride (TG), total cholesterol (TC), non-fasting blood glucose, hemoglobin A1c (HbA1c), creatinine, sodium, potassium, alanine aminotransferase (ALT), aspartate aminotransferase (AST), and gamma-glutamyltransferase (GGT), hemoglobin, hematocrit, and white blood cell (WBC), red blood cell (RBC) and platelet (PLT) counts, were collected for each individual at the date nearest the start of ARB or CCB monotherapy in the baseline period, and at the date nearest 12 months after the start of ARB or CCB monotherapy in the exposure period.
Data elements
For each patient, we collected information of patient demographics (age and sex), medical history, use of medication, and laboratory results. Medical history included cerebrovascular disease (ICD-10 code, I60-I69), ischemic heart disease (I20-I25), other heart disease (I30-I52), liver disease (K70-K77), kidney disease (N00-N19), gout (M10), thyroid gland disorder (E00-E07), rheumatoid arthritis (M05-M06), hyperlipidemia (E78.0-E78.5), or proteinuria diagnosed in the 365 days preceding the first date of prescription of ARB or CCB. Drugs used during the 60 days before the start of ARB or CCB monotherapy included hypoglycemic drugs (including insulin and oral hypoglycemic drugs), lipid-lowering drugs (including statins, fibrates and other lipid-lowering drugs), diuretics, immunosuppressive drugs, gout drugs, potassium preparations, antipsychotics, chemotherapeutic drugs, steroids, non-steroidal anti-inflammatory drugs (NSAIDs), proton pump inhibitors, histamine H 2 receptor blockers and thyroid drugs.
Statistical analysis
The ARB user group and CCB user group were matched by propensity score using a 5-digit, greedy 1:1 matching algorithm [18] [19] [20] . This method is the standard method to reduce bias by balancing covariates between settings, and has been used in many reports. To generate the propensity score, we used covariates including age, sex, medical history (cerebrovascular disease, ischemic heart disease, other heart disease, liver disease, kidney disease, gout, thyroid gland disorder, rheumatoid arthritis, hyperlipidemia and proteinuria) and previous drugs (hypoglycemic drugs including insulin and oral hypoglycemic drugs, lipid-lowering drugs including statins, fibrates and other lipid-lowering drugs, diuretics, immunosuppressive drugs, gout drugs, potassium preparations, antipsychotics, chemotherapeutic drugs, steroids, NSAIDs, proton pump inhibitors, histamine H 2 receptor blockers and thyroid drugs), as listed in Table 2 . We compared the prevalence of all baseline covariates before and after propensity score matching using t-test for continuous variables and chi-squared test for categorical data. After propensity score matching, covariance-adjusted and unadjusted generalized linear models (Dunnett-Hsu post-hoc analysis) were fitted to compare the mean values of laboratory parameters at baseline and during the exposure period in ARB users and CCB users, and were used to compare the mean change from the baseline value to the exposure value in ARB users and CCB users. The covariates that were used in the adjusted model included age, sex, medical history and previous medication, as listed in Table 2 . All reported P values of less than 0.05 were considered to indicate statistical significance. All statistical analyses were performed with SAS software, version 9.1.3 (SAS Institute Inc., Cary, NC). Table 2 shows the characteristics of the patients who had been treated with ARB monotherapy or CCB monotherapy, before and after propensity score matching. Before propensity score matching, ARB users were more likely to have thyroid disease, kidney disease, proteinuria and use insulin, and less likely to have ischemic heart disease, gout, use gout drugs and use H2 blockers than CCB users. After propensity score matching, the mean age was 65.5 and 65.6 years, and 37.3% and 37.4% of ARB users and CCB users were women, respectively. Table 3 shows laboratory parameters at baseline and during the exposure period. In ARB users, the mean values of TC, HbA1c, hematocrit and hemoglobin and RBC count significantly decreased during the exposure period compared with those during the baseline period, after adjustment for age, sex, medical history and previous medication. The adjusted mean value of potassium significantly increased during the exposure period compared with that in the baseline period in ARB users. The adjusted mean values of TG, glucose, creatinine, sodium, ALT, AST, GGT and WBC and PLT counts were not significantly different during the exposure period compared with those in the baseline period in ARB users. In CCB users, the adjusted mean values of TC and hemoglobin significantly decreased during the exposure period compared with those in the baseline period. The adjusted mean values of TG, glucose, HbA1c, sodium, creatinine, potassium, ALT, AST, GGT, hematocrit, and WBC, RBC and PLT counts were not significantly different during the exposure period compared with those in the baseline period in CCB users. Table 4 shows the mean changes in laboratory parameters during the exposure period compared with the baseline period. The change in potassium was significantly greater in ARB users compared with CCB users, and the changes in RBC count, hemoglobin and hematocrit were significantly smaller in ARB users compared with CCB users after adjustment for covariates.
Results
We further analyzed the data divided by sex, because the standard values of hemoglobin, hematocrit and RBC count differ by sex. Table 5 shows the mean changes in laboratory parameters during the exposure period compared with the baseline period after adjustment for covariates, in subclass analysis. In women, the change in potassium was significantly greater in ARB users than in CCB users, and the changes in hemoglobin, hematocrit and RBC count were significantly smaller in ARB users than in CCB users. In men, the mean change in RBC count was significant smaller in ARB users than in CCB users.
Discussion
In this study, we evaluated and compared the effects of ARB and CCB monotherapy on biochemical parameters including serum TG, TC, non-fasting blood glucose, HbA1c, sodium, potassium, creatinine, ALT, AST and GGT and hematological parameters including hemoglobin, hematocrit, and WBC, RBC and PLT counts in patients with mild to moderate hypertension and type 2 diabetes mellitus. We found a significant reduction of serum TC, HbA1c, hemoglobin, hematocrit and RBC count in ARB users, and a reduction of serum TC and hemoglobin level in CCB users, from the baseline period to during the exposure period. The reductions of RBC count, hemoglobin and hematocrit in ARB users were significantly greater than those in CCB users. The increase of serum potassium level in ARB users was significantly greater than that in CCB users. These results suggest that hematological adverse effects and electrolyte imbalance are greater with ARB monotherapy than with CCB monotherapy.
It is known that renin-angiotensin system inhibitors, ACEIs and ARBs, occasionally cause anemia, while having protective effects on various organs. Valsartan decreases hematocrit in recipients of kidney transplantation [21] . Losartan decreases hematocrit, hemoglobin and erythrocyte count in recipients of kidney transplantation [6, 22] . In animals, candesartan decreases hematocrit, hemoglobin, erythrocyte count, and erythropoietin level in the rat [23] .Confirming these previous reports, our 'real-world' study showed adverse effects of ARB monotherapy on hemoglobin, hematocrit and RBC count.
There are some reports that the use of renin-angiotensin system inhibitors, including ARBs, is associated with hyperkalemia. The serum level of potassium is significantly higher in ARB users than in CCB users after renal transplantation [24] . The relative risk of hyperkalemia was 2-fold higher with dual therapy (ARB plus ACEI) than with monotherapy (ARB or ACEI) [25] . Use of ARBs and ACEIs is associated with a high prevalence of hyperkalemia, and the prevalence of hyperkalemia is significantly higher in ARB users than in ACEI users [5] . Supporting these previous reports of hyperkalemia, our study showed that ARB monotherapy caused electrolyte imbalance with respect to the serum level of potassium. Our study, in combination with previous reports, suggested that regular checks of serum potassium level may be advisable in ARB users.
There are few reports of ARBs affecting hepatic function. In patients with hypertension and abdominal obesity, there was no significant difference in the levels of ALT, AST and GGT between the candesartan group and placebo [26] . There was no significant difference in the levels of ALT and AST from baseline to six months of use of losartan in hypertensive diabetic patients [27] . Supporting these reports, there was no statistically significant difference in the serum levels of ALT and AST between baseline and the exposure period in both ARB users and CCB users in our study. In addition, those changes from baseline to during the exposure period were not significantly different between ARB and CCB users. Therefore, the influence of ARB and Table 4 Unadjusted and adjusted mean changes in laboratory parameters values during0020exposure period from baseline (Continued) ΔHematocrit (mmol/mol)
CCB
-0.003 (-0.005, -0.001) 0.0103 * -0.003 (-0.005, -0.001) 0.0092 * ARB -0.007 (-0.01, -0.005) -0.007 (-0.01, -0.005) Δ indicates mean change in laboratory test value between baseline and exposure period. Abbreviations: TG; triglyceride, TC; total cholesterol, HbA1c; hemoglobin A1c, ALT; alanine aminotransferase, AST; asparate aminotransferase, GGT; γ-glutamyltransferase, WBC; white blood cell count, RBC; red blood cell count, PLT; platelet count. *: p < 0.05 (ARB vs CCB). † Analyses were adjusted by covariates including age, sex, medical history and previous drugs. CCB monotherapy on hepatic function may be minimal and not of clinical concern. TC and HbA1c levels in ARB users decreased during the exposure period compared to the baseline period in this study. Some ARBs modulate peroxisome proliferator-activated receptor-γ (PPAR-γ), which regulates lipid metabolism and is associated with insulin resistance [28, 29] . There are some reports that telmisartan, which is a strong modulator of PPAR-γ, has a favorable effect on glucose metabolism. Telmisartan significantly improved HOMA-IR in hypertensive patients and also significantly decreased HbA1c in type 2 diabetic patients, especially in those with poor glycemic control [30] . Treatment with telmisartan significantly improved the hyper-insulin response to glucose loading in patients with hypertension and obesity showing insulin resistance [31] . The favorable effect of ARBs on lipid and glucose metabolism that we observed may be caused in part by activation of PPAR-γ. Another reason for the decrease in HbA1c level in ARB users in our study may be the effect of the reduction of hemoglobin level. Sinha et al. suggested that both serum hemoglobin and HbA1c levels are significantly increased in patients with treatment of iron-deficiency anemia [32] . Ford et al. suggested that hemoglobin concentration is positively correlated with the concentration of HbA1c [33] . The effect of ARBs on the HbA1c level that we observed may have been partly influenced by the reduction of hemoglobin level.
There was no statistically significant difference in the level of blood glucose between the baseline and exposure periods in ARB users; however, we have previously reported that ARB monotherapy decreases the level of non-fasting blood glucose during a 6-month exposure period in non-diabetic patients with hypertension [13] . This discrepancy could be explained in part by differences in the duration of treatment or history of diabetes mellitus. It is possible that the glucose-lowering effect of ARB monotherapy could be weaker in patients with diabetes mellitus than in non-diabetic patients. We will evaluate these issues in our next study.
A decrease of TC was also observed in CCB users in our study. Nakamura et al. reported that CCBs decrease TC in patients with CKD [34] . Supporting the previous report, our results revealed a beneficial effect on lipid metabolism in CCB users in patients with hypertension and type 2 diabetes mellitus. Subclass analysis showed that the reduction of RBC count was significantly greater in ARB users than in CCB users, in both men and women. On the other hand, the mean changes of potassium, hemoglobin and hematocrit in women were significantly different between ARB users and CCB users, but were not significantly different in men ( Table 5 ). The reason for this discrepancy may be as follows. First, the effects of ARBs on hematological parameters are stronger in patients with low hemoglobin and hematocrit than in those with high levels. It is well known that there is a sex difference in hematological parameters; RBC count, hemoglobin and hematocrit are generally lower in women than in men. Second, the effect of ARBs on hemoglobin and hematocrit may reflect their effects on hormones. Testosterone is known to increase hemoglobin and hematocrit [35] . However, the reason for this discrepancy between women and men is still unclear.
Our study has several limitations. First, the retrospective and non-randomized nature of the design involved inherent issues of selection bias and confounding. We used rigorous statistical methods to balance potential confounding variables between ARB and CCB users, including propensity score matching. However, their ability to control for differences was limited to variables that were available or measurable. Second, we compared the effects of ARBs and CCBs in this study. However, the effects of ARBs on lipid and glucose metabolism slightly differ among these drugs [36] [37] [38] , and further studies are needed to compare the effects of individual drugs. Third, we did not fix the daily dosage in both ARB and CCB users, because the achievement of blood pressure goal requires various doses of an agent across different individuals or even in the same individual in clinical practice. This study was not designed to assess the effects of ARBs and CCBs at each dosage, because it is difficult to determine whether or not pharmacodynamics are dosedependent in clinical settings. However, the findings of our study, using a sophisticated statistical method in a real-world setting, are reliable and informative for clinicians.
Conclusions
In this study, we observed greater reductions of hemoglobin, hematocrit and RBC count, and a greater increase of serum potassium level in patients who had Table 5 Adjusted mean changes in laboratory parameters during exposure period from baseline by sex (Continued) ΔHematocrit (mmol/mol)
CCB
-0.002 (-0.006, 0.001) 0.0076 * -0.003 (-0.006, 0.0004) 0.0796 ARB -0.009 (-0.012, -0.005) -0.007 (-0.01, -0.004)
Δindicates mean change in laboratory test value between baseline and exposure period. Abbreviations: TG; triglyceride, TC; total cholesterol, HbA1c; hemoglobin A1c, ALT; alanine aminotransferase, AST; asparate aminotransferase, GGT; γ-glutamyltransferase, WBC; white blood cell count, RBC; red blood cell count, PLT; platelet count. *: p < 0.05 (ARB vs CCB). † Analyses were adjusted by covariates including age, sex, medical history and previous drugs.
received ARB monotherapy compared with CCB monotherapy. We observed significant differences between ARB and CCB users, although the mean values of these parameters remained within normal limits during the baseline and exposure periods. On the other hand, there was no significant difference in parameters of lipid metabolism, glucose metabolism and hepatic function and WBC and PLT counts between ARB and CCB users. Our findings support the clinical evidence that ARB therapy is associated with hematological adverse effects and electrolyte imbalance.
